Transdermal drug delivery carried out a promising carrier in the transport of drugs to get direct access across the skin deep into the systemic circulation. Transdermal drug delivery have a number of advantages including improved patient compliance, sustained release, avoidance of gastric irritation, as well as elimination of presystemic first-pass effect. It gives attraction to many researchers due to various biomedical advantages. Due to the limitation of oral drug delivery system and the pain related with the use of needles in case of injections, drug delivery research has tremendously oriented towards the transdermal route. Delivery of drugs via transdermal route has proved to be the convenient route for various clinical implications. The objective of the present review is to focus on newly innovations in transdermal drug delivery systems which can create a platform for the research and development of pharmaceutical drug dosage form for efficient transdermal delivery. In this review, we tell about different types of microneedles are described and their methods of fabrication. Microneedles can be fabricated in different forms like hollow, solid, and dissolving. There are also hydrogel-forming microneedles. In relation to hydrogel-forming microneedles, special attention, these are innovative microneedles which does not contain drugs but imbibe interstitial fluid to form continuous conduits between dermal microcirculation and an attached patch-type reservoir. Regulatory authorities approved several microneedles for clinical uses are also examined. The last part of this review discusses concerns and challenges regarding microneedles use.
INTRODUCTION
Drug delivery via transdermal route across the skin provides the most convenient route for various clinical implications deep into the systemic circulation and it developed for controlled drug delivery. Transdermal drug delivery system represents a system which delivers the drug (therapeutically active amount of drug) effectively across the human skin. These are generally describes as the devices, which holds drug molecules of defined surface area that delivers the predetermined amount of drug to the intact skin surface at a predetermined rate. These systems have been designed to deliver the drug through the skin to the systemic circulation. It is defined as a self-contained, innovative delivery system which is considered to deliver the drug upon application into the skin, at controlled rate to the systemic circulation. (Dhamecha et al., 2009 ) Hypodermic needles generally used in clinical practice to deliver medications across the skin into the bloodstream. Injections with hypodermic needles are important from a clinical standpoint, but painful. They may induce hypersensitivity; bruising, discomfort and bleeding at the site of administration, and in some cases are associated with risks of contamination. (Nida et al., 2014) There are other concerns linked to their use including accidental needle stick injury and the necessity to train medical staff regarding the proper use of needles. The difficulty in crossing the skin is caused by its anatomical peculiarities. (Arunachalam et al., 2010) The skin is the largest organ in the body. It is about 1.5 m 2 in adults and provides protection for internal organs and also protects the human body against ingress of toxic chemicals and egress of water. Despite the large surface area of the skin, it is challenging for compounds including drugs and vaccines to cross the skin in therapeutically relevant amounts. (Ehdaie et al., 2011) The outer most layer of the skin i.e. stratum corneum plays role of major barrier in the skin. The stratum corneum is 10-15 μm thick with [15] [16] [17] [18] [19] [20] 
Fabrication of Microneedles
Microneedles can be fabricated employing microelectromechanical systems (MEMS). The basic process can be divided in to three parts: deposition, patterning and etching. Deposition specially referred to the formation of thin films with a thickness anywhere between a few nanometers to about 100 micrometers. Patterning is the transfer of a pattern into the film. Lithography is used to transfer a pattern into a photosensitive material by selective exposure to a radiation source such as light. This process can involve photolithography, ion beam lithography, electron beam lithography. Diamond patterning is also a good option for lithography. Etching is a process of using strong acid or mordant to cut into the unprotected parts of a material's surface to makes a design in it and can be divided into two categories: wet etching or dry etching. The selection of any of the above mentioned methods largely depends on the material of construction and the type of microneedles. Microneedles fabricated in different forms like as hollow, solid, and dissolving given below.
Hollow microneedles
Hollow microneedles contain a hollow bore in the centre of the needle. Hollow microneedles can be fabricated from a commercially available 30 gauge hypodermic needles. Pressure, and thereby flow rate, can be changed in hollow microneedles for a rapid bolus injection, a slow infusion or a varied delivery rate. Hollow microneedles can also be used to administer a larger dose of drug solution. When inserted into the skin, the hollow bore present by passes the stratum corneum layer of the skin and produces a direct channel into the other lower layers of the epidermis. The 4 × 4 pattern of holes was drilled in a polyetheretherketone mold (diameter 9 mm). Then, the needles were placed through the holes at a predetermined length of 300, 550, 700 and 900 μm. Subsequently, the needles were cut and glued at the back of the mold. A manual applicator was also designed for the microneedles array. These microneedles are mainly employed to inject the drug solutions directly into the skin. These are very expensive to prepare and require expensive micro fabrication techniques. These micro needles contains hollow bore which offers possibility of transporting drugs through the interior of well defined needles by diffusion or for more rapid rates of delivery by pressure driven flow. Silicon microneedles are justified or described by their mechanical properties and their biocompatibility potential. However inconveniences such as high production costs or fragility have spurred researchers to look for other options. (Chen et al., 2007) Hollow silicon microneedles were fabricated by using isotropic etching followed by anisotropic etching to obtain a tapered tip. Silicon microneedles of 300 μm in height, with 130 μm outer diameter and 110 μm inner diameter at the tip Vol. 6, Issue 1 | magazine.pharmatutor.org followed by 80 μm inner diameter and 160 μm outer diameter at the base were fabricated using this technique. In order to improve the biocompatibility of microneedles, the fabricated microneedles were coated with titanium (500 nm) by sputtering technique followed by gold coating using electroplating. Hollow microneedles can fabricate using other system like micro-electro-mechanical systems technologies such as laser micromachining, deep reactive ion etching, integrated lithographic molding technique, and wet chemical etching and Xray photolithography. AdminPen ® microneedles have also been fabricated. These are hollow stainless steel microneedles of varying lengths from 600 to 1500 µm, which can be connected to a syringe and used to deliver liquid formulations. AdminStamp ® devices contain AdminPatch ® microneedle arrays attached to an applicator with six stainless steel screws. They can also be used to porate the skin without any liquid. When used in this way, they are like solid microneedles because they first create the holes before a drug solution is applied. (Sheer et al., 2011) Hollow microneedles can deposit a compound directly into the viable epidermis or the dermis avoiding the stratum corneum. This is especially useful for the delivery of high molecular weight compounds such as proteins, oligonucleotides and vaccines. Transdermal delivery of insulin continues to represent a significant scientific challenge. Cheung et al. used 1100 and 1400 µm long stainless steel microneedles to deliver insulin across porcine skin.
Solid Microneedles
Solid microneedles carried out passive diffusion for drug deliver by creating microchannels to increase skin permeability followed by the application of a drug-loaded patch on the channels. From a safety perspective, it is desirable for the microchannels to close soon after needle removal to prevent permeation of undesired toxic substances or infection by pathogenic microorganisms. Henry et al. used a deep reactive ion etching process to fabricate silicon microneedles and a chromium masking material was first deposited onto silicon wafers and patterned into dots which had a diameter approximately equal to the base of the desired microneedles. The wafers were then loaded into a reactive ion etcher and subjected to plasma etching. The regions protected by the metal mask remained to form the microneedles. Vinayakumar et al. 
Dissolving Microneedles
Dissolving microneedles have a number of advantages. These include the one-step application process which is convenient for patients. Dissolving microneedles are fabricated on the basis of the "poke and release" principle. They are made from polysaccharides or other polymers. These microneedles release encapsulated drug into the skin following application and dissolution. Micromoulding is the preferred fabrication method for making dissolving microneedles. master structures. To prevent adhesion to PDMS molds, all master structures were sputter-coated with platinum. PDMS molds were fabricated by pouring PDMS solution over the master structure and allowing the polymer to cure overnight at room temperature. The cured PDMS molds were then peeled from the master structures and used to make the chitosan microneedles, polylactic acid supporting arrays, and polycaprolactone pressing tools.
Coated Microneedles
Coated microneedles refer to microneedles which have coating with the drug-containing dispersion. A plethora of techniques has been used in the literature to prepare coated microneedles. (Saroha et al., 2011) An approach using electrohydrodynamic atomization principles in the preparation of smart microneedles coatings was reported in the literature. Stainless steel (600-900 µm in height) microneedles were coupled to a ground electrode (in the electrohydrodynamic atomization coating set-up) with the deposition distance and collecting methodology varied for an ethanol: methanol (50:0) vehicle system. The authors used this technique to prepare nanoand micrometer-scaled pharmaceutical coatings. Fluorescein dye (serving as potential drug, sensory materials or disease state markers) and polyvinylpyrrolidone ,(polymer matrix system) formed the remaining components of the coating formulation. Based on these excipients and by varying the coating process, particles (100 nm to 3 µm) and fibres (400 nm to 1 µm) were deposited directly on microneedles in controlled and selectable fashion. (Tabassum et al., 2011) 
Hydrogel-Forming Microneedles
The first two microneedle-based products, just recently marketed, Soluvia ® and Micronjet ® , are based on metal and silicon, respectively .However, the current trend in microneedle-based research has recognized biocompatibility problems associated with the use of silicon and the potential for inappropriate re-use of silicon or metal microneedles, which remain fully intact after removal from a patient's skin. (Tabassum et al., 2011) This has led to a multiplicity of technologies aimed at overcoming this shortcoming. In this regard, recent effort has focused on microneedles formulated from aqueous polymer gels. One of these approaches involves the use of hydrogel-forming microneedles .One of the differences and advantages in comparison with regular dissolving polymer microneedles is that by using this drug delivery system, delivered doses of drugs and biomolecules are no longer limited to what can be loaded into the needles themselves. (Srinivas et al.,  2010 ) Donnelly et al. prepared hydrogel-forming microneedles from "super-swelling" polymeric compositions. These are microneedle arrays, prepared under ambient conditions, which contain no drug themselves .Instead, they rapidly imbibe skin interstitial fluid upon insertion to form continuous conduits between the dermal microcirculation and an attached patch-type drug reservoir .Such microneedles act initially as a tool to penetrate the stratum corneum barrier. Upon swelling, they become a rate controlling membrane. Fluid uptake range in one hour was 0.9-2.7 μL which is of the same order of magnitude as the rates of interstitial fluid uptake for hollow microneedles and microdialysis. Other advantages of hydrogel-forming microneedles are that they can be fabricated in a wide range of patch sizes and geometries, can be easily sterilized, resist hole closure while in place and are removed completely intact from the skin. 
CONCLUSION
Microneedles either in the form of patch or an array have been observed as a potential carrier for the effective transdermal delivery for the delivery of numerous macromolecular drugs. Various research reports studied confirmed that microneedles are ought to be the prominent carriers for enhancing the permeation deep into the systemic circulation and providing a painless, effective and safe route for the drug delivery. In future microneedles plays important role in innovation and design of controlled drug delivery for various drugs. These painless systems are slowly gaining importance and would qualify to be one of the important devices for controlled drug release in future. Thus, it was concluded that, these systems represented it to be an efficient and superior carriers as compared to other needle based formulation for the transdermal delivery.
